FIG. 1. Prophylactic treatment of neutropenic mice with LAmB or CAS protected mice from infection with A. fumigatus. (A)
Survival of mice treated intravenously with two doses of polyenes (LAmB or ABLC at 7.5 mg/kg and AmB at 1.0 mg/kg) or CAS (1 mg/kg) on days Ϫ4 and Ϫ2 prior to infection or with a single dose of CAS (1 mg/kg) 6 h prior to infection (n ϭ 8 mice per group; ‫,ء‬ P Ͻ 0.04 versus placebo results). (B) Lung fungal burden was significantly reduced by prophylactic administration of LAmB, AmB (P ϭ 0.03), or CAS (given 6 h prior to infection) but not ABLC (n ϭ 13 mice per group; P Յ 0.03 versus placebo results). Data in B are the median Ϯ interquartile ranges. In all experiments mice were infected via aerosolization of 1.2 ϫ 10 10 conidia. (C) Invasive necrotizing fungal pneumonia with abundant intralesional elongated fungal hyphae and vascular thrombosis are seen in the placebo-and ABLC-treated mice. In contrast, lungs of mice prophylactically treated with LAmB, AmB, or CAS had only pulmonary edema, hemorrhage, alveolar histiocytosis, and rare focal inflammation centered on degenerate fungal hyphal fragments (arrows) with no evidence of active infection. Lungs were harvested 96 h postinfection, fixed in 10% zinc-buffered formalin, embedded in paraffin, and sectioned and Gridley stained. Magnification, ϫ200. Bar ϭ 30 m.
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